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^ 57 ^ Abstract: Although the therapeutic application range of dendritic cells has been more and more enlarged, dendritic cell pre- 
S cursors occur only in a small amount in peripheral blood. Therefore, it is still difficult to obtain dendritic cell precursors in a 
^ therapeutically available amount even though these precursors are grown in vitro. To effect a therapy with the use of dendritic cells 
in practice, accordingly, it is a key factor to elevate the dendritic cell precursor level in the peripheral blood of a patient. An agent 
^ elevating the dendritic cell precursor level in blood which comprises, as the active ingredient, an agonist to a receptor expressed in 



immature dendritic cells or its functional derivative. 
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ffiVtlmm, (dendritic cells; DC t K&lS-f 5 h 5 tfrmi&X«tb 

U ^#:^^*5VM:^:<^^LT*5t9, trafficking fg^j(^15tl 

BP^s ( 1 ) m^ffl^W(DC progenitor) : S elt^ 

b^^6 5 ff f |g^^^0^-t-5 o ( 2 ) mmmmmteC precursor) : 

(DshWM&mzLxmffifrizA?) ±^^mn^^i-^ 0 (3) jlss*? 

#ag (sentinel DC) : 4tf#c$BJfete ~ <D X T — ^T*lZft±m$:W1b , ft^H 
bfc^Ii^ftKl'gA It < Z>ttm.*m%L't 3„ Langerhans M 

JS* ^ ii _h SB JS N if • JfffcirHStilM&£> interstitial DC if 
/3* ^©ft^T*fc5 0 (4) ^J^^iH^ (antigen-transporting DC) : # 
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t mj&mm(B%.m~-Mm-t z o (5) ttmrn^m (mature do : y y 

lli5iV^^^5 (E^O^^. Vol. 200, No.6, 472-476 (2002)# 

fig) o 

MffishfrbW:m^fcffiytni&(Mm&)&, in vitro -e, ^miGM- 

C S FS^TNF a ^ ME ^ *S £ * fc ^JS&JS, M;tfc£ffi»0 

hfctfZ 0 t UT^5(«ilttf, li*3, 3MX^ Vol.19, 
No.9, 1282-1286(2000), M# Si, £fflJ3&X^ Vol.19, No.9, 1289- 
1293(2000), #MftBtfjiU&* IfflJ&X^ Vol.19, No.9, 1311-1317(2000), 
nm&tfLttLs ft^Mf&mm Vol.2, No.6, 53-56(200l)#fii0 o 

*S^t^iBJ^^^V^-C|f§mL.TV^^^'^?7 p ^-^ LT, CCRl, 
CCR2, CCR4 N CCR5, CCR6, CCRll .Rtf CXCR4 tfS*H kftT V^„ 
rtl^©Ut^^-|^f5!l^>Ki: tt, MIP-la N MIP-10. 
RANTES, MARC, LCC-l(ref)> MCP-1. MCP-2, MCP-3, MCP-4, 
MCP-5, TARC, MDC, MIP-3 a . MIP-3 j3 % LARC, TECK\ BLC, 
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SDF-1, Exodus-1, Exodus- 2 <D fait to btlX^Zo "Pt?^ CCR-1 
CCR-5 ^VKHT MIP-la. R ANTES N MARC 

S.TJ«LCC-l(re£)^^Ib4^TV^5(^JxL^^ N tpIf^lSK Vol.19, 
No.9, 1304-1310(2000)#B^) o 

^{fck£P fj^ltfc 19 N #ijx.fc£. MlP-la fclO^TW^ MlP-laO 26 # 
g tf> Asp £ Ala CfiL, T 5 /5fcJgj& s Ser i 9 $6* 5 

MIP-la^^& (BB10010) ASftl6titV^5 0 r^MIP-la^ 

© & # (31 o V> T & f*t £ T V> 3 ( E. Marshall et al., European 
Journal of Cancer, Vol. 34, No. 7, pp. 1023-1029(1998)) 0 

1-33119*) o iixlt jfiL^!JiS#$nfei:fr, SftMtStclStf 

^^•^ Kftr = ^ hXte^Oa^ftfi^ffc'bfcJ&tLT^S (WO 
01/83548) o III, tf? V =.?-U>yy ^-/UX-mmiStltc*^^^^ 

^-^v^— ^ ^jsasjBBi&^^bTE p R^m&^i-^ t tfs*n e>*i/rv^ . 

11-060499 *) o r^e>fi % {RT^t>, M&SBII&te:** L-C£ 
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V^^^:m'|4^^ST$ J lt5 r i Ji^q PjtbTV^CYoshimoto et al., Jpn. J. 
Cancer Res., 77, 1264(1986), Abuchowski et al., Cancer Biochem. 
Biophys., 7, 175(1984), #0flflg 61- 178926 #^$R % #HiHS 62- 
115280 WJtm. Hfcftm W096/28475 10-513187 ^ 

*SU 11-310600 -§-4*$SL 2000-517304 )„ 

^ y ^=f- =i— /^-v&msinit'f — P-f^r^-i. -f 

— 7 a n V##S£q £> ftT 5 5-117300 
6-256394 #<&$R N §1? 9-25298 #2ff&) 0 

4K*Bl!S«tig#tt5M8 Jib. * U L ft v^c ft N f&ffc Ctiofc 

tt©*«:A4M-5 - £ tt N in vitro T'<DMM &?t o T ft*? HIBt? & 5 „ 

*389§#M:> T12###l 1 ^^i-«fc 5 -v^^^ Propioni- 
bacterium acnes (ftlTP.acnes ©£E0 £r&-§-i"5 r £ Id J; V) N 

TOMituIEft: (F4/80 ftjRKI&tfu B220 £tl!5CBM^ CDUc fcfclCEitt^ 

ffityilffll&M^&W^fEfB felfc Macrophage inflammatory protein- 1 a 
(MlP-la) fctffcKiJ; V) nffl&frZ - t SrJLfcti U ##:*MiitrlE#£>f§ 

i^ = xaii MIP-la^v^-ctt5t5«^«^^#^Bl!a^^:*3v^Tl8mb-cv^^ 
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^\z.m$Z*m$>, £{fc*M>fe_LiBT=r = * K M£f£ MIP-1 a 

?^Mc£> MlP-la O^n^ !J KO#< fi^S«j^#T-C 
^-^*fi-5T =f = ^ h <D-ft*#!I Ht© MIP-1 a JkXf-Z: (Dffltffetfy^fc 

mw-<D—mx*ibz> bbiooio u m*£y ^fy K©^iittii^ 

^Bjm. (1) *M:tKM^:^T^m LT uir ;/ 

J3£l!uI£#:<Z)jfr^ l/^yVJi#^jT-fc 9 . (2) V't7'^-CCR UliC 

J: 9ft#ftl:i±, ( 3 ) T =*" = * h 555 MIP-1 a . MIP-1 /3 . 
R ANTES. MARC. LCC-l(ref). MCP-3 RX? MCP-4 a> b it tftv 5 
iTt^^tuig^^jk'P l/-<yw_b#^Jx Xfi (4) T=*=;*htfS MlP-la. 
R ANTES. MARC XV LCC-l(ref)3> feSfitb 5 W#*IHJ!&ll&«f£<D jUl* 
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l^/WklMrU-C-fc <9 . (5) T=t~x hXte*:<DmmW)mmfcfrM I P 
. (6) MIP-1 a (D^tg^^^flC/OS BB- 10010 T* & 5 }£f 

R lXttCCR 5tti~Z>T hX~3b%Mftffimmmfc(Dlk'P 
Jt^jT^fc^. (9) T^-* h^^tM^^*^^^^^^^-^^ 
^fi^^Hfc MlP-la, BB-10010, MIP-1-0 , RANTES. MARC, 
LCC-l(ref), MCP-3 X\Z MCP-4 T* fe 5 ^^SSMfuiEft:^ ifo. tp l^/l- 

{&ffi£tlfz MIP-1 a, BB-10010, RANTES, MARC Xfi LCC-l(ref) 

T"hzffim®mmmw-<vjktpu^/i'±%-mx'hv^ aor h<om 
mftmmmmmm&Mft^xik^wmzfrt'M i p-i bb- 

iooio x*h&ffiVtmjfammi$<Diktp w</u±%.%\x>h <9 „ (12) r=f 

b^^tM^^^^^^^^^ft^^^^^^.fP^iL/c BB-10010 

-efc^^^^j^Buig^^jfiLtp ^^/\s±.%-mxih x> N *yh, (13) m&i 
fcs (7) (12) o^jyt^j^Suii^oifiLtp w-</v_b#^j-efc^. 0 

hk, (14) mmm&n#*xfc^mffi**itz.*mmw: 

M^i&^T^mLTV^ l/t/^-(l^f57=f^^ ftrfc <9 , (15) 
mMifeftLMft^-Xik^mffi £ tltc U-t^? — C C R 1 C R 5*j"f 

«£ 9 Jl^lftKlte, (16) mmm&'mft^Xfc^mMZthfc MlP-la, 
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BB-10010, MIP-1/3. RANTES. MAEC, LCC-l(ref), MCP-3 3Ui 
MCP-4 "Cfc 9 N (l7)M^I£tt^#^T»fc^|lii£ ttfcM I P — 1 a T? 
fct), (l8)jP5«jttttiSi^- : f-*t?'fb^l|Ei|r*ttfc BB- 10010 t?£>9. r. r 
-eCl^MMI^ttffi^.^^^^'T^dr^Ji^-T 1 ^^^^ w 

y =i-/^5»#:-efcMl4)3i (18) © T 

HI 1 B6 -^£*^CD P.acnes J: 5 ta.^<DffiVtfNi]&M 

i§i3f±. Mip-ia^j: vmm^tcmm®mmm&*foMMftistz.h 

m 4ii N *;*i;:^lLfcM^J&©if ^tc&tfSs MlP-ia^J; 

ms^ Mip-ia^j; ymmvtcffivtmmMmfctD in vitro -c© 
m 6 fi N Mip-ia \zx vmmvtcmmmmmmm-^^xmm^th 

tcmm&MMteMW T $BJ§£© MHC classl ^^tt05iBH^©^^:^ 

m7fi. Mip-ia^ «t y)mm^fcffivtmmwimfc*:m^fc7 ? 

EI8«. Bu-SMA-BBIOOIO 077^^3 ^ft©2 8 Onm l^tt 
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m 9 fi. Bu-SMA-BBIOOIO *3 J; XfWMX'fr 5 BB10010 (D Native-PAGE 
I 1 0 ft, BB10010 RU Bu-SMA-BBIOOIO <E>MR&-5- 24 WTfi&CDlk 

*mvtmm&&m*7jk-t 0 »^7 7ii B22o-cDiic+<z>m^&, m 

Wk<Dt£^Wy B220 + CDllc+(^m^ : l:^^^i-o 

is w z fc & © m & <D%m 

t!ISttV^5^ty^-tife5 CCR1, CCR2, CCR4, CCR5, 
CCR6, CCR11 N CXCR4 f l^tSy^fyK, MIP-1 a N MIP-1 /3 % 
RANTES, MARC, LCC-l(ref), MCP-1, MCP-2, MCP-3, MCP-4, 
MCP-5. TARC, MDC, MIP-3 a „ MIP-3 0 , LARC, TECK N BLC, 
SDF-1, Exodus-1, Exodus- 2 ^^oV^-C^^^I&Hfrig#:co ifetpaS 1^ 

OW%^*5V^T^^IfflJla^)*^li^^^^^#,-r§ CCR- 
1 St>' CCR-5 U^fy Ki LTftl btLTl^ MIP-1 a s 

RANTES, MARC, LCC-l(ref)^4tm$U&itmf£^Jk^mS U^/U 
£r±#£i2:5f1M3 tM^lti^r £7)*ffl#£tL5 0 

*^PJ^fc^S^r^J^^cDft^^J-I?fe^M I P - 1 a ttCCt^7 7 

5: y — icm-i-zt-^x 4 >t Lt^btit^ % u-t-?? — ccR-i ^ 

CCR- 5©!J^y K(T=f^;* h)Tfc3 0 t hj&M MIP-1 a f± 70 
OT 5 y ^J; 19 fc5 t^titl^^, CD 8 + T HTLV— 1 m%£M 

M MT4 tt*±«^^#e>n<5 66 7^ /m$:^irZ> ^ bft&b 

*LT^5 0 t h MlP-la Kite. ^@AtC X K> m.fc*^ fcTH 
tt&Mfc* LD78/3 ^#^E L, 70 75 7 MIP-1 a t te!B3W 3 ^ 
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<5 o 

T=f=* h t Lt©fffll:ft5W^55o MIP- 1 a<Dm 

m#)mm& t mip- i <* (omm^xh^x , r^^xftit 

MIP- 1 « i: PW<Z5£^S'l4£r^-t-t. «5 s frfrZ±&m&)m^y!) 

(DitmMt UT BB— lOOlOOUEfcfck European Journal of Cancer, Vol. 
14, No. 7, pp. 1023- 1029(1998)) 5 5 C 

^/ujz^-ftmtmmirz r tRu epr ^mtcts^^Bif^ii^ 
£ ax 5 r =* f <DmimnMfcteffiMmB.n$r*-ei\:¥&) £ tt 

MMWift 1 75^ 5 XhZ> T JV^-;um^mf -5 ^ £ &X%, rtt#7/V- 
^^Sf;M£a7/i-:3^^£T?Bm£;ftT^T<b&V^ J; 19 ^##J*£te N 
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s — t -:/^vK n-^i/^/K 3 - ^ ^/t"- 1 -^f;K 2 

— tT-As— l-^^/K 2, 3-^^f;u-l-^nhVK 2-^<V^ 
/K 3 - ^ ^/U — 2 -y^/K 3-^<^^-/W N 2 — p< *f~As— 2 —Zf^JV^ 

fi, m<&W- 1-33119 #tC|a«S$tLTV^*s UftzfJ'/VzLKTJi'fc 

uy-T^^ >Ki^ffcot, qzj®^^*^ looo-io 
0OOT\ fi-^S^ l 75^ 10 0, 0*L< ft 3 7513 5 O *> <Z> tfS ii f ±* 

So iit, ^ y ^^u^i/ y ^-jummfckfc^ — o-(ch 2 ch 2 

0)n P E Gg|$£-(n (i2 0]5I 2 8 0 ©If)^td=7 

ttf>£W5 r 5„ tK y ^^l^^'y 

ftfL^M £: -<^^ R#K<D # /Wtf? ^ iwi^(c Jfijj /UtS S'/Ug, T 

mmzmirZ) h<D*mfz> z.ti)>x»%z> 0 
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^*m^#: (SMA) 0@£4&7K#33r^ ^ y§<OfMIl^lS^> r 
£>^*i£t£ n y -/i-^^#T^^T L-C^J^ £&##Hc*S7kgji 

-f^^^S-a-^ (Bu-SMA) ^tSrt^T't^o /^<LT#£>*1,5 

bu-sma YjL\^<D^.m^mmmt<D^\±, ph 

8.5 (DS^^tK*^- 0.3M ^^T^j££itr, Bu-SMA ^(D^ 

K*^ 5 ^ t \z X <onft? :HSt^§ 0 T=f=-x hXfi^e 

(D^^^^lwl^^i^^i-^ Bu-SMA (Dlilr^ifcte 1 U-tT*hti&£. < „ 
0* L< tt 3 75^ 1 0 „ J; 19 0* L< Ji6B^8-e^S 0 

£ it5 Kite. f^ttg^^rS^ttS^^^i-?. £ £ tfifrS b< , 
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3r v'/H £ Jhf2 <£> ^ * ^ JJl'jj-JES-t- 57^3"- JVfc t & */ ? a ^ 
/\s7$i?s( 5. 1 3 - (3 - v 5 ^ ^JVT % J ~7u t° 

5 KSfOJH&^flJSrJB^-C- 2 0°C7!7^^ta^T 1 Jbm. 2 
4TOf&^f5riia 9?t5 r ktf-?£Z> 0 PEG« 

y ai^/ur 5 yf^II(D#STI^' 0°C75^ 8 OtT 1 7bm 7 2 HQ 

#te s n— ^/^/v* y ^ N N-xf /ut'^y v'yf ©ii©#ST 
u y t - 2 o°cJ5lo°c-ei^i3 o#[H!KjsS£*3 n £ m «fc 9 

i('iAt, ^cq y i?y©7 5 y £&p EG^t«t5, f^fps 
J&fc&V^I*. BMiStiZ^-??- K«ln^H5 7 5 yitt^tx 1 

ft^^O-^^ K0<D^7^^^iX^*^^i-5^f*, P EGOS 
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^£fl£b<, 09x.fi, 7k, *b< tt**L£A*©*g^ttfcMb#S»fc 

v\ &M<£&©M^m£»fi&lt£l7ktf> J; 5 ^/k ?c*Miftttffi& 

t^t§rtijS-e#5, 2Elt/Btf>zM4ifci: ITIi, Mxfi, 

7k, ^K^»^»-t©«l^»Sb*Sr^tP«K* (Mxfi, D-y;vt'W 

f&Mtt&M. its, r^3— (ix.fi, /-/istetn , ^yr 

/V3-;v (Mx.fi, ^Dt>y^ij3>-/i/ N -U =^^u>jf V 3— 
if) , ^->-14#ffi?Stt^J (Mxfi, #U y/i^<- h 8 otm > hc 
O-50fcif) ^ififf^LXtJ;v\ fflt£M£ bTfi, Mxfi, 

/K ^y^vr^n- if kffim bT& *fc »f3<J (Will 

, issHtau (Mxfi, m. 

i?/v7/i/ 3 -/i/ s y^j— jute?) , ^bl&it3ij& <Lf £BE^ bT t> iv^ 

*|8Wt?#btL5 Bu-SMA ^^bfcT 
[^^#»fi, 7k^^4^fcfi^ft^4attffl^J©^T^v^5^i:^-e#5 0 

ttS£ltffl»Jtt3i^#|IRrta#^ffl$n5. ?fctt&#*£i]fi, Mx.fi, JJ 
fc'^- K— ^>fe^^?fi^Jfc^— Bu-SMA flS^L£:T=r= 

* hXfi^O^^^WI^^^^ffim^^Sil^i^^H^bfe^x-^^ 
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\z&*>miMmmi$<bm&)Bu\z.i8L-5-£frz>o bu-sma ^^^^7=? 

&m t vxmm-rz r. tRxt bu-sma w&Vdtft&M\^»i&t &5 ^ t 
&*2sw%ig\z£ y) jitti ztixis «9 N -toifc^ Mfk^tLfc Bu- 
mm, EPR »*fcJ:5I^I*l?off»A»^i:liRttt*«t5^ 

m^$hf$.ft<D 1 UltS-^fites J$A (#S 60kgi It) 

— @H:-o#*& 0 . 0 1-10 m gm&x 0*L< (i^i 0 . 

#%Ml 

P.acnes lc J: 5 jfc>t>^<D^iBJ&it«#0^ £ ft MIP-1 a ft ft: «t -5 

B6 (JUL 8-10 51 * UTtfcfil) ^ P.acnes (1 mg/|25 ; 

American Type Culture Coleection 118289) &rJli£fljRj; !)g4Lt, 
fc'£fcffiW;m]&mmfc%:ffim^rCo P.acnes &5-<D 6 WMfflfc, 
05 — M\zmtfetofflf£te.& ft -FZtfi MIP-1 oft ft: (^r=¥*° y ^ u—r>v 
ft ft: ; 100 At g/ Ml ; Genzyme/Techne tfcSS) £Jli£&Lfc 0 

Ltt^ IgG (Sigma-Aldrich #:»!) LT«# Ufc. 

P.acnes &^<£ 3 <fc 9 gg^bfc^^ 0 y ^SjjfiL^^^-f 

^-7\syzT (Axis-Shield ftJK) t^BI Lt ^t^Jib.^^^%^®i bfc„ 
f£*fgl&L^^£ FITC & 3ft ft CD 11c ft ft: n-v HL3 ;7r-^ 
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^a^tfcSS) *3£Tf PE (7^3xMyy) ^Hs^t B220 fcfcfls 

a — ^ RA3-6B2 ; 7 T - ^ ^ 5? * T? 4 °CT^JS& $ i^rfc^ 7 

o ■ — "t^^f f ^ ' ^ ' — (EPICS-Elite. = — /u* — tfcJ4) laotlff 

bfc 0 B220 fomm&s c-Diicmmm^m^m^mmwsmi^tvx, 

7j^^- 0 HimSBV^-C rpBSj ft. Mi^LT PBS ?><^<£r&:4-LfciB¥<D 
P.acnes «fc»K it ^<lfcffi ld*S 5 *f#t#fflJ& 

m^$tl/fcr t UTV^o ft: MlP-latnC^Olft^-ett, P.acnes 

###J 2 

M I P - 1 a ©Ife 

t I> MIP-laiH5^-£ PCR feM «t <9 ft#Lfc„ g£ t h MlP-laitfe 

^ fc h MIP- 1 a it-fs^^^,^ ^ * — £r Brevibacillus choshinensis (B. 
choshinensis ) HPD31S5 CfAUfc, ^ t h MIP-1 a 3t<f£^^ A B. 
choshinensis ?rJt#bT, ^ <D_L?ff Ufc c -bit 4 0 % 

tSfnlr&S £ 5 BUSIEST ^*=-V A&r^Px., tfcg££j&tg. iS^^TJi* 

7 r - (pH 8.0) l^gL, ^ife^^t^i^n^h^7 
17 ^ — (Q Sepharose; T^-v/tAttl) ^ 2p rfr® L fc 0 #®#<£> 

5 *> Mip-ia ^^tfW^^^fe. Efcifer & an*. -ess fl? Life. 

( m m B. 1.5M ) o o -7 h ^7 7 ^ 
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(RESOURCE PHE; T^ — i/^ M±M) \z.ti*ft #K bfc 0 
*> MlP-la Sr-g-tf®^- (^®^M5>) £*£>s «i7>^=!)A^iB 
^T^^it^^fTofc 60%ISfn) o fct8S!^& h 5/ 

~7 T ' — (pH 8.0) m»*u Mft^Sll^ty^l^nvf^ 
(RESOURCE Q; T-v — S/'* AtfciS) ti»ft^iLfc, #H 
^©H MIP-1 a Sr^tfili^Sr^tfN MJ^SS:ISfe< IWt 20mM 
NH4HCO3 (pH 8.5) LTjg#r&tTofc 0 r O^StcJ: «9 £ Dfcifc 
»Sri*^-t-5 - i: J: <5 Ulit b MlP-la £#fc e •^*L&#5ii£$fc*fe& 

##w 3 

BB10010 (£> cDNA f£ N t t> MIP-1 a cDNA &r V 7* V' — b h L- Quik 
Change Kit (Stratagene *t)&JBV^s flB{fc#Sto3E^l~ £ V Lfc 0 
i" ■ *> ^ 125ng (D £ 7* 7 -Y — RQl:5' - 

CCAGCGAAGCCGGCAGGTCTGTGCTGACCCAG-3' ( MB ?U # # 1 ) „ RQ2:5' - 
CTGGGGTCAGCACAGACCTGCCGGCTTCGCTTGG -3' (@fi?U# -S§- 2 K 7 1 ^7° 1/ — 
f^7^^ K DNAlOng ^ 50 fi M d NTP Sr^t? 50 /z 1 Pfu- 
turbo(2. 5U/m 1)1 h 1 ^TJP L, 95°C 30 $J>©g£t£teJjft t ^ 95°C 30 fj\ 
55°C 1 £\ 68^ 7 12 ^^rftofct, Rjfc^fcfflHUP 

Dpnl & In 1 ffiM 37°CT? 1 R#|B!KJ&i~3 ^ £ <fc <3 r>-/I/- 

h dna &®mirz> rita^ ^m-7°7^ ^ K©^^®iixLfc 0 &^«s 

{£^IEb< g^^tLfcr £ & DNA EWflWfc: J: 0 Lfcfc, MIPM2 7° 
7 ^-^ — 5' - CATGCCATGGCTTTCGCTTC ACTTGCTGCTGACAC (ffi^TJ# 3 ) *5 
«fct* MIPRV 7°7^-^^- 5' - CGCGGATCCTCAGGCACTCAGCTCTAG (E?U## 
4) ^^V>Tii^(D PCR SrfTVV $iJPg^* Ncol Sit/ BamHl X°%jm&, 

U^x^lg^? pNCM02 Ol^flJpg^^-th-T Atfc 0 
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rfr&T Brevibacillus chonshinensis HPD31 t^^T^Kfe^bs 30°C N 3 
HWU TMN y^^lCT 20L i§« U ^M^^^ 

fc 0 ^ _L?f£: 0.45um © 7 >T /W* - \Z. X tfl© m$£tt 

m t Lfc 0 ^ (Pit* Jt?f 10 §iS©'JyHiii (0.1M Na- 
phosphate) £:«HL\ pH7. 0 t L N lOmM V ^mWl$V& (pH7. 0) 

Tr^^fc L7c^^ y ^^7 v ^ (5ml t'fX, T^v^-^ ^f"^ 
X%k) AKTA-prime iX^^A (7 - 7Vt^''M ^U"^ & 

ffiV^T 5ral/min T*i« L BB10010 & ^ # £ it „ ^ffite 1M *ft-fbl^ h V 

$ j*%-g&v (pH6. 5 ) ir^7^xy ffttttTofc 0 

BB10010 ^ttJH^fl, SDS-tI? !)7^!J^75 Kl^il'tHi bfc Q 
f-^iB^te, 50mM ^M«m(pH4.0)^LT^#r L7c 0 M^Xm^ 
n-^ h SP-FF(lml i^-fX, 7"7v / t •A^ / f ^ V ^ |±) 

lml /rain ^Ti£}£U BB10010 £ i?rfc 0 ^'fflte 1M mt^f h 

v^^^^t^^mmmm (ph3. 8 ) hxmto^n^tz. 0 

BB10010 ^till^lt SDS-#yT^y^T5 Vm>%#KW)fcxmm bfc 0 

MBio-GelPeO, &W)fa : 20mM M^7k*T =■ t? A 89ft (pH8. 5) % 
*7Af>fX: 1.6X83cm) tcfl" LT BB10010 SrffSH L7c. 0 fc° — ^ 

MM&\ i 

MlP-la (D^^^ifa.^— 

B6-v^^ (Hi, 8-10 * UT&m) (i#tM2©ISia!3# 

e>nfe»SS MIP-la (5 mVGE) £Jli«£ «5 t4UT, jfiLfteiflt** 

Mufammfczmm Lfc Mip-ia s-^-© 4,8,16,24,48,72 ^k^^^-v 
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MIP-la i «9 . &B#Ph1<£>5 *)^7K^jfiL^3*^*5^S^^aHiaflu 

IE#:(B220-CDllc + ceUs)<DtiJ^^#j^^_h^.u s &J^& 8 B#F^-t?t"-^ 
KitL (12.45 % ± 0.49) , SEbf— 24 B# W & £ # Jfc L . 
MIP-la S-S-flrflg 2 ©^radS^n^l^^)fi:*3^S«tJR#iaflaSfrffi(*:©» 
0.5 75^ 1 %-T?fco/L£. <t/^k> 12 Jbm. 24 i%<D*— ^ — W 

i 9, *flSillLlii«*»c43»t 5^^lfflJ3SMiEft:(B220 + CDllc + cells)^fiJ 
•£;&S_h#U %t**'& 8 B*MT?tr-^fcagU. 24 Hf^^T* 

8f:[fclffl ISM IB B220 + CDllc + cells te, U ^^«|5^ it -5 

rt&ttJHBiHlRGrigli endothelial venules)^ Ei?l/^^^&t^ CXCL9 
#i# L Tit 5 *ic^t±l 5 B220- 

cDiic+ceiis (omm^-^-m— v n t &mm * ntv> 5 0 

B220 + CDllc+ceUs tt-fy^-7xP ^ v L 9 — SBHJI&^i&tt'fb 

£ ^*^P^##{31 «fc 9 W b ft TV^. r.tt^©»ftj^,d> 
b, Jfcffi&LiZ&ifZ B220 + CDllc+cells <D Is^A* ±9t-\*W1fcWJfo\Z. «t 5 

MlP-la «t oT^^^jfe^^^^^^^^j^ig^^^ig^ 
MIP-1 a ^-toT^^^jfcip^^^^^fc^^^jjaSfr^^^ 
Pacnes lc <fc «9 £ ftfcl&tfiSBJ&ltmffc £ PlUtf) 

< l>^fft'jliiS^^^*fflJ5afuiE^OpS 
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B6 -r** 8-10 MB, ^VTfriSJ) Racnes (1 mg/ 

e) jLnmmm 2 (Dmmx^nhfitcmm MiT-ia (5 M g/E) 

M<fc «9 bfc„ Racnes 5E®g#^ 3 B @ £> £ MIP-laS4-^ 
16 0#Fb1 S ^^-v J: 19 MWl>-FK.Xfomti>h^'* V ^mskteft^ti 

(0.8 ml/ES) o V l/UshmZI-J =" jx ^"C^HI LT^iliL 

i^ifc£rgS5tLfc 0 &5M8ifo.m&i*<S: FITC ftttft CDllc ^{fcfcj;^ 
PE ^f^^C B220 ^t^T'4°CT? 30 £ "frfc ^ . *^y — # — 

(EPICS-Elite, f±$g) «£ 9 B220 ttJDRBM** CDllc 

fi&itt&ffl^ £ #81 b fc 0 & & I* J&B US & GM-CSF (4 ng/ml; Kirin 
Brewery $±W t IL-4 (10 ng/ml; Genzyme/Thech f±$5D #STt 5 
BBB#*U/tfe©Sr5l5*JfiL*3fe#«*BJiaiMrK«:i bfc c 

. B6 it)* JJI-fr £ 19 #M$BJ3$&££& Lfc 0 

Ss-Y-ut! 10-12 B*M»*b N *#3t#i|^«3*SrlBURb*:. WiWtt 
fflTO^M tf— c-kit ^^ir^-^^^L, i^My- 

(MACS; MiltenyiBiotec *±$!l) i^T c-kit l^4$BJ&£r#{lt Lfc„ 
& c-kit 2.5 x 105 cells/ml <D9k&kz.X^ SCF(^j£3fc£. 

(Toray |±) «fc 9 tt^K Flt3L (Immunex ftjft) , GM-CSF (4 
ng/ml) £ IL-4 (10 ng/ml) #STT' 7-9 0 Lfc & O^fUS 

3*EW*t*ffliaa&igflEi bfc 0 m c-kit i§tt$HJ3££ 2.5 x 105 cells/ml 
^KT, SCF(^03fc£. (Toray tfc) Flt3L (Immunex *h 

$D x GM-CSF (4 ng/ml) £ IL-4 (10 ng/ml) #STT* H B 

L.fcfc©«r#li**«rtt<ieaSlWr»fr4: Lfc 0 

<3>»^«Biai»W#:©^jWlRf^ 

19 



WO 2004/037288 



PCT/JP2003/013416 



jg-t-r tizfo mm L/c 0 mj£ffijk&&mvtMmmm# (p.acnes 
hz^nmm Mip-iag:^ ^ i^^-tM^^^^^^ffi 

20 B#r B ii#«L7t 0 mmmmmnmitmm^mmmmmm 

h^Ji/ls C (10 ng/ml) ^T^S^tTo fc^, 2 

< 4 > ^^##tftHBJ^Sfjigft:^ i§T!) >-^^it5fi^/^SiJ^ 

B6 *Bmi®J& £ «9 , a^U«y — * — (MACS; MiltenyiBiotec 
*±M) £rffi V^T CD3 BlUi T y y^^PM Lfc 0 fTDW^t^ 

Mfl^^MitfjiEft: (Bi6 MflS^^te^T'^bfc^MS^lsr 

#tMMlEf£) tf>JfctfS 1:20 l^i5i5tI^U IL-2 N IL-7 <D&& 
Tl? 24 M£T*£*Lfc 0 T y V^£r 5 0 

2-3. P*5#^ 50%©^£M¥ftt>c>££&i-5r <t m J: <9 
^b7fc„ 7*3j;tf 14 0 @ ^«^JDK«^#^ttJiatWrKfr«r»/t^All*.S 
r. biz X V , T y ^^3*©W«f^S:fTofc„ it* 21 PI ^t£i£ 

* T y ^^3*Sr|aIJlR L7c 0 96 ^^LjlE^^^^ b (Nunc *± 

SO Sr/BV^, T y MMC ^Sbfc B16 03M#c"5T^ 

ikWX~$ft\^frm*ffilh&mfflytmmffimfc (P.acnes JEM&^W:** 
98 MIP-laS:-5^*;*fc3fe) N B16 mMV&Wi^mkMT*^ b 

ffift*«m*ffliS8m#\ el4 **Bia*-5i»-fb'fe-^«f^ bfc^^j® 

bs 37°CT* 4-5 B f^it* bfc e if^fU 5 mg/ml © MMT (3-(4,5- 
dimethylthiazolyl-2yl-2,5-diphenyltetrazoHum bromide)^^ 15 ul 

/kmx-s 37°cx* 4 mmmmvtco mm&, &kcd 550 nm com.ytm 

3^*4:0 3 fc^-t". B16 *JHBHat|cBr^'fbifeT?^f^b/t»jK MlP-la 
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&J*^$ x&&&ffifa&&ffiftMmmmfcte, P.acnes ^M^^t?^ 

t v ^^(omm^m^^ti 0 -u, el4 mmmm^mtm' 
<5> ^©tii 5S tts&^^m (o^m 

B6 *<oy;\s—zf (8 EE/^/i^— -f) ^Jlfixt, 001, 701 
© 2 UK B16 B^^W^^^-e^^Lfc^Tfe^'ifiLS^^^iB^HfiiE 
f£ (P.acnes $Mfc5VM*»»l MIP-1 a iS-^ * * 1*1 SO N B16 !l£!fflj& 
^^J^^^-C^^Lfc^#M**#Jbt^J^Bifig#: N EL4 &*HII&tfcW*§ 

106/-^ s fiSHflJI&#Wi§fc&©3*fc3VM± PBS £rjJgl!!]<D&T.l- 

&ALfc„ 14 B^^^OJMiJ^&TK: B16 ft SUMS (2 x 105/ 

t&gz&m 4 ^^-fo B6 B16 ft$BJ&*£ nr»<ffc*-C««s bfc» 

^ J: ^Tt-^HL/i B16 ftfflJ&oJtffttf&Hfc&ftf &*l*:o 
50% (5/10) tf)-^!>;*^*5V^Tte s ffi£©Mifc#<Rff3£;h^ 60 B 
U±<D$L&<DM$:&mW£ntc 0 -(Dfjjgkn, P.acnes fEmU-S-^Vx 
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_h!2<4> k mmvjjfelzj: V) N B6 x&mMJfo£ <9 CD 3 T 

yy^^iiL, Bi6 mm^m^w-itrnx-m^vtcm^niSsLm^m 

VtMB&Wimfc (P.acnes 5EM*> 3 VM**frftl MIP-1 a p * % 

DMbfc 96 ft^W- McgE#* T y W*#«riiJK**bfcfc<BS: 
100Ml/^-roJq^fc o 8cfc: B16 «*BJStfctf>»BIi&#5e?£«: 100/^1/:* 
foAp^fCo m^^-h* 37°C, 10 H#^i#*bfc 0 tt V - h «: 
I, _h?jf 100 m 1/ ft & if fc ft 96 \s - h \Z. b o # ft 

Cytotoxicity Detection Kit (LDH; !? A|tU) (D 

*fcm s 7°^— h!»3te£8l3£3£Bfc:T 490 nm <D ® £r $J 5£ b fc 0 

SStmSrBI 5 ^^i~o B16 ^*fflJ3a^^r^fb^/-e^^bfcftM MIP-lo 
^4-^r^^*5fe^Mifa-S*#^^^BtriE^<b:^#^«bfc T V 
fi N ^j^^Jlc B16 ^*M£^*bfc^ EL4 ««Biatt||5tFbft^ofc 0 
B16 ^^J3S^Wm'fb^t?^^bfc P.acnes 5E®#^ * * £ 3fc*fg JfiL* 
&4ttfc#fflJ&jimfl5:fc5 VM±#it*5fe#^^HaStrig#:-C^S^it« bfc T 

p asm Bi6 bfc 0 b^b— mmmw^m 

itwxD&km&mmvtc t u y^t it Bi6 mmj&&&m\stefrofz 0 
< 7 >_his< 5 xzi&v^-t. Bi6 mMmw*!&ikVdx~mft vtcm^m 
sk^Mm^mmmmPf (Mip-iais!-^*;***) *>zw*&-wm&& 

ffift1®ti&mmftX'$!.&\^ti B6 B16 «ftBl&ttcgHg& 60 

stbfco mmmmmcD cds nh& t y v^^^^silt a xioe) N 

MMC ^Sbfc B16 mm^m (l x 105) £ 5 BR5it#bfc 0 96 ft?* 
MEWEft* T y bfcfcoS: 100m l/ft-foflnxi 
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fc„ Bi6 mm^W(Dmm,mmm^ iqo ni/i^-r^nx-t^* my 

h£37°C, 10 B#fffl#*L;fc: 0 Ig^V- h &iS4^ -htif 100/zl/ 
^Srfffcft 96 •Rzfl'— h \z.^r bfc 0 ^-^^ Cytotoxicity Detection 
Kit (LDH; -<-V A*±M) ©S/^^^r lOO/zl/^-fo 

APx.fc 0 mZLfozfls— V Sr^T" 30 #SJft£-frfc^, ^-h^ftS 
S'J^^M^T 490 nm <D W. %m. £ M^ir 6 ^ t \z X <9 £ 
fciJ^Lfc. MHC classl *$1t£RB.M!&tf>S§^te, B16 0$BI&£#lMHC 
classl fcW- (£t H2Kb/H2Db £t#0 feS^ftny I> (£t 
H2Dd T'^0mi37 o C. 30 5$^ ^SUfc„ 

in 6 \z.ffi^*7F-$- 0 mmm t y 3^1$^ bi6 

V y^^^^MHC classl fet^-C^S-f-S £ t \zl ± 9 ^<£{;:«ij £ ft fc 0 

< 8 >B6 -7^1:, O0|, 7 B16 &S^tfc Rng-fbfe-C 

^^Ufc^*mifiLS^^^^a^fIiE^ (P.acnes S VMiSfSS 

MIP-loig#^ „ B16 ftJfUH&ttcBT^'fb^-ClS^bfcgfiE'frtlft 

* US StriB^ EL4 ^ifflflS^pi^'fb^i-e^^urc^^^lfflj^Hfjig 

*«f^»»«iwiaatr»fr (# 1 x 106/-^*;*) N mmmw^smt 

to<DfyibZ>\^± PBS SrHSffiflO&TK&gELfc,, ZHIB©^fiS 7 0S 

*-£r^T CD4 m&mffi,&£Z* CD 8 B§t£$BJfe T #H]3&£r#H£ Ufc 0 
& T fflBjfc&- MMC t&mVtc B16 jS»IJ!& i: U 24 ■K^U— h 

■afrmmmj®m<Djimtp?> iFNy*£& ifnvelisa 

<9> fl$te^JJi^^5Sb*©?|® 

23 



WO 2004/037288 



PCT/JP2003/013416 



B6 -?">*<Dmifrm£ 9 B16 -ISM (1 x 106/-^^^) ^aALfc„ 

lijiftAi 30i, 7 0 Bi6 mmmw*s&ik®x*mfr^tcm 

mtiJfa.S*^^^ffl^HuiE#: (MIP-laifc-5--^ &x E&3fc) x B16 ffiMmW 
ffc (^lxlOV-^!)^) > -Ig^lfetremrt^O^fcS VMS PBS Sr^tL 

^m^IH7^^-r o 7 s — 3 G5<D^ spirit 

tLTV^5 0 B16 ffiMJ&m^mtVa-?$*i¥l'tzffim MIP-la&-^-v£ 

«&&«S£rfT !)^T-Ii, B16 ftJHBlS©^ — ©fe^^JftlW^JUftiJ 

$Kfc„ b*»bift^*#L/t T y ^/^^[i^K B16 !lffiM£|»#L 

3 

Bu-SMA BB10010 ©1)1 

##M 3 -e#fettfc BB10010 SrlftS* 5 2mg/ml 0. 8M M 

^B^C^St" h y * (pH8.5) CiiHfc, Z.<D&m lml 

Ls ^x^#/UA7 5 Kt£$&fl? Lfc Bu-SMA 2. 6mg (^E- /Uit \Z L T N 
Bu-SMA:BB10010=10:l) llJPi, —fife, 27 St'SSHfc, 

7-; Kth« Bio-GelP60 N ^«J*B : 20mM S^^tK iff T > * ~ # A Jgifc 
(pH8. 5) % *7^t^X : 1.6X83cm) j£#LT Bu-SMA BB10010 
^r^^bfco 2ml rr^t^ 90 ;*:tf>l«W b fc (0 8) 0 

280nm fc*5tt -5 ®3fcH[fcS<5 £ , 16-18 \Z. ^ ffi L W # 

(6ml) ^SfSl^ttefeWO Bu-SMA BB10010 (61T^*3 
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V^T. TBu-SMA-BBlOOlOj t ) £#7c 0 

Ubtltz Bu-SMA-BBIOOIO *5 «fc tfJli|S|-T*fc 5 BB10010 (7) Native-PAGE 

bbiooio © y v^^^r ^ /s^ sma m «t o x^fp $ t^fc r. tizxY) mm 

#if>tl§. ^<^M#(^^clljSgil^^*5 it>*7 7 ^ v- 3 ^ No. 16~18 (D 
Bu-SMA-BB10010 t , *KJ&<£ Bu-SMA jo J: t>* BBIOOIO ©75/11:1 
Fluorescamine(0.3mg/mL in acetone) £ i£ jfc £ ^ ^^l^thX^ JS!} 
£33£;ft 390nm, Ift&g 475nm "CM^U 1^^^2~3 ^<Z) SMA 

m&Afab 80ml gglfcU Polymorphprep(fg— f4^)£:*^ 1600rpm 
X 20°C, 35 #iS'k Ll^^Jf £#!fiL7c 0 y ^^5^, $?<t>3t£r|&<fc 

& s t° 7 * x v t> m. m &*mm \^tc 0 1- & ^ , ^b^c* 

10%FCS Sr-atf RPMI 1640(SIGMA)T- 37°C 30 £-Pfl=i- h L/cM 
i# * 5* ^ j/^3.fc^l«3*JiS: 10%FCS & RPMI 1640 T? 

2xl0 5 cells/cm2 CIS L?$ig $^r. 37°C CO2 ^J±Tt 1 HFIIIW 

^fo^c#i^t mmmzm^tcik, &e>a>cae> 37°c^ 

7JPML7C 1%FCS Sr-^t? RPMI1640 T? 2 HItV r>a^ffiltL, 4°C 
1%FCS Sr^tf RPMI1640 ^7JP^L7K±^ 30 ^titfc. ^©^t°-<y 
7^ J: «3 ¥^^^rlSli|X U, ^LWi&mm* 1600rpm 4X:i&foftM 

Lfc 0 _Hff Lfc*£ N 1%FCS Sr^t? RPMI1640 "C lxl0 6 ^/ml 

ISLfco i(D 50ul & 46 %>r*: Z * i/X f- is/*— (^fflgjr) <D 

±miz.m&, TmcMik&m^&mz co 2 #ffiTK 90 #gv^fc„ it# 

^/ ~7 \s 1/ ~7 -4 )V $ — f i *K 7 1^ X 5um Sr^JBLfc. Diff Quick 
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(SBKWIHt^^wtt) 10 #\ nm 10 £ V) Sfefe b, ItlT 

K:T&*feM£# * V h bfc 0 -e©^ Bu-SMA-BBIOOIO Sr^^ri" 

ttf*> *^tfP BB10010 100 #<Z> 1 (Dm&X- 2 f££A±£>7£t£ £r?F b 
fro r©^H^> BB10010 Bu-SMA X'ik^Wffc $titt>»tt 

mufcM 5 

Bu-SMA-BBIOOIO ©Jlil^^^ffi^aCTflSlbHft^ t BB10010 k<Dtk 

mmm.*fc<D£n<ftotc 0 balb/ c m<£ m ■ tT^^s) 

<E>Jlf£Jli* J: <9 s Bu-SMA-BB10010 (77^^ay No.l6~18) 200ug/ 
200ul, *fci±, *^tfp BB10010 200ug/200ul &-$-b s 24H#PfUt&fc: 

mmmi&m& v&mih&n&^ito nbthfcmm^* pbs(-)+2%fcs 

\Z 5X10 <D 5 ,m cells / 50/zl (CpiL, FITC ^i&#L CDllc 
(FITC CONJUGATED HAMSTER ANTIMOUSE CDllc:Pharmingen) 
33 <fc Tt PRE UK B220 #C # (R-PE CONJUGATED RAT 
ANTIMOUSE 45R/B220:Pharmingen)^^tt^etb 25 ffiK 200 ffiFK*fr$* 
b, 7K±T? 1 IM, I)tl#TT*^^fcl, FACS(BECTON 
DICKINSON tfc«)^T*ffi^J0K*S*3fc«l»*nfc#IBIia»oW^«railJ£ 

u mmkvtc m 10) . 

&&mzL&#>z> cdhc(+) B22o(-)mmm<Dm&n. nm 

m& 2.52±0.34%<£> t - 5. Bu-SMA-BB10010 J£-§-if T^i, 11.45± 
2.59%-efeD^ 4.5 ^^_b#L, BB10010 6.65± 

0.78% <!: Jti& b 1.7 ffiF±# bT*3 ?K SMA fiFflSt^ «t D jfiL^^^tt©^ 

fc CDllc(+)B220(+)3ffflJ!a^OfiJ^^, *Hil¥ 1.19 ±0.13% b. 
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Bu-SMA-BB10010 5.14±2.12%-Cfc «9 . 4.3 -fgMJrff-L, 

^{^Ifp BB10010 2.12±0.69% £: L 2.4 §±#LTfc 

ffPtrfi Kupffer cell & MIP-1 a &M£iirZ> r i: v #.t>* DC ifflggftllft 
fi^ttmWJCSi-S l^ir^^— CCR5 l:MttV^5r £ £ ftT V> 

5 (J. Exp. Med., 193:35-49(200l)) o r. fl h (D^-M^M<5^ N ^^a* — 

^4$*lT^5 (|£^<£>#^ Vol. 200, No.6, 472-476 (2002)) . 

*tftlfiLl :i (-^M^^^i-^'ft;i-^^^J^T^S CD34 + #fflMS 

CD34 + *Bfl&& in vitro Xin^ LigM £ * S & tc MIP-1 a &/B V^ 
#§ii^^Pb^TV^§ (USP 5922597(1999)) „ 

L^u, 4M^e>a^ife mip-1 a & Dcmmmm(Dik$>^ <om 

MlP-i a o^»^WK**^W*j»ttJ*^^k^»j:||F«ii-s r t 
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2 . I'-fe/^-CC R1XI1CCR5 M"fZ>7=t=-X V Xltt <Dmtfe&) 

3 . T =r = * h & MIP-1 a % MIP-1 j3 „ R ANTES . MARC. LCC- 
l(ref), MCP-3 RXfi MCP-4 h M f£fl % ff^^l 2 |B*©#*fc*IB]!&lltrBE 

4. T=r = * ftfS MIP-la N RANTES, MARC RTf LCC-l(ref);6> 5g 
6 . M I P - 1 a (Dmmtfjffimfctf BB-IOOIO -efcSiS*^ 5|B4ft© 

/^-CCRlXilCCR 5tti-Z>T=?~X h T? S f»* 2 IB 

9 . T =r = * hO««BW»*#36SMjR«tti«^^"Cft^«p«i**tfc 
MIP-1 a , MIP-1 j3 N RANTES. MARC. LCC-l(ref). MCP-3 Xtt 
MCP-4 -efcSff^^ 2 lB«S<Z)^^ia^|ijig#:c7)jfiL'l3 l/-</W_h#^)J 
iO. T=? = ^ KO«iett«i»fl:36SM*^ttlK^^^Yfc^tff**tLfc 
MIP-1 a, BB- 10010, RANTES. MARC Xfi LCC-l(ref)-C £> 5 tfsfc 
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3i 2 mm,(om^:m^mmi^(Dsk^ u^/isjig-m 

I P- 1 aJLit BB-10010 Xh 5 If T&m 2 UM<Dffitfimi&mmfc<D jk 
12. T = b <DWlifeffiW^fcftM^tt&&Mft^X*ik^W$fi£tlfc BB 

- looio xh z> it^Ji 2 ts^o^^ia^HuP^^jfii^ xs^^^n 

15. wimm&nft^xib^mfifiZftti u±y^ — c c r i xncc r 

16. WiMfflk'&mft^Xfc^WffiilSthtL MIP-la, BB-10010, MIP-1 
0 , RANTES, MARC, LCC-l(ref), MCP-3 Xii MCP-4 XteT'fcS 
ff^JS 15|B«OT^^^ h 

17. M^^ttift^^T-ffc^^l/p^nfcM I P- 1 aXfoZmikm 15 12 

18. i^M^tti^^-^T^b^^KP^Hfc BB-10010 Xh%m&m 15 IE 

^fi^^Xfi^y zn^i^^^y ^-/^^^T-fe^lf^JS 14 73rM 18 
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<110> Effector Cell Institute 

. MATSUSHIMA. Kouji 

<120> Increasing of Dendritic Cell precursors in peripheral blood 

<130> NTK03-1564W0 

<140> 
<141> 

<150> JP 2002-310090 

<151> 2002-10-24 

<150> JP 2003-170091 

<151> 2003-06-13 

<160> 4 

<170> Patent In version 3. 1 

<210> 1 

<211> 32 

<212> DNA 

<213> Homo sapiens 

<400> 1 

ccagcgaagc cggcaggtct gtgctgaccc ag 32 



<210> 2 

<211> 34 

<212> DNA 

<213> Homo sapiens 

<400> 2 
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<210> 3 
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<400> 3 

catgccatgg ctttcgcttc acttgctgct gacac 35 



<210> 4 

<211> 27 

<212> DNA 

<213> Homo sapiens 

<400> 4 

cgcggatcct caggcactca gctctag 27 
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